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AMENDMENT 

A Version With Markings To Show Changes Made is found after Applicant's Remarks. 
In the Claims 

Please cancel Claims H, < K 2(5, tf, < Y«U<^ and 69<^ithout prejudice. 
Please amend Claims 1, 13-16, 18, 21-24, 28, 32-34, 36, 44, 48-50, and 52, and add new Claims 75- 
78 as follows. 



1 (Amended) A method of detecting a malignant tumor in a human subject, comprising: 

(a) collecting a sample of a bodily substance containing human nucleic acid, said 
nucleic acid having originated from cells of the human subject; 

(b) detecting quantitatively or semi-quantitatively in the sample a level of expression 

for laminin <x4-specific mRNA; and 

(c) comparing the expression level in (b) to a level of expression in a normal control, 
wherein overexpression of laminin a4-specific mRNA, with respect to the control, indicates the 
presence of a malignant tumor in the human subject. 

2(Reiterated) The method of Claim 1, wherein the substance is blood, urine, lymph, cerebro- 
spinal fluid, skin, stroma, vascular epithelium, oral epithelium, vaginal epithelium, cervical epithelium, 
uterine epithelium, intestinal epithelium, bronchial epithelium, esophageal epithelium, or mesothelium. 

3. (Reiterated) The method of Claim 1, wherein the substance is a tissue sample. 

4(Reiterated) The method of Claim 3, wherein the tissue sample is collected from the brain 
of the subject. 

5 (Reiterated) The method of Claim 3, wherein the tissue sample is a tumor tissue. 
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6(Rei,era,ed) The method of Claim ., wherein .he bodily substance is plasma. 
7.(Rei,era,ed) The method of Claim 1, wherem the bodily substance is a c*,ar material. 
S (Reiterated) The method of Claim 7, wherein the cellular materia, is derived from the 
IZ gland lymph node, bone, cartilage, lun & mediastinum, breast, uterus, ova*, test* 

9 (Reiterated) The method of Cain ,. wherein the neoplastic grow* is a carcinoma, 
sar J lymphorl, mesothelioma, melanoma, giiom, nephroblastoma, ghoblastoma, 
ZZJL ependymoma, prirmtive neuroectodermal tumor, atyptc. 

meningioma, malignant meningioma, or neuroblastoma. 

,0 (Reiterated) The method of Cairn ., wherein the hyperplastic and/or cytologic* 
pillar growth or proliferation is bemgn prosaic hyperplasia or cervc, 
hyperplasia/dysplasia. 



& .3(Amended) Themethod of Claim ,, wherein the expression level of fa** a4-speci<ic 

mRNA is detected by measuring RNA. 

mRNA is detected by measuring cDNA. 

15( Amended) The method- of Claim ., wherein a gene expression microarray is used to 
detect the level of expression of lammm a4-specific mRNA. 

^.(Amende.) The method of Claim ,, toner comprising detecting the overexpression of 
lammin (il-specific mRNA relative to the normal control. 
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17(Reiterated) The method of Claim 1, further comprising detecting quantitatively or semi- 
quantitatively in the sample a level of expression with respect to a normal control, of a gene encoding 
a protein selected from the group consisting of insulin-like growth factor binding protein precursor 
3, transforming growth factors-induced gene, vascular endothelial growth factor, connective tissue 
growth factor, human insulin-like growth factor binding protein precursor 5, placental growth factor, 
transcription factor Ap-2, human insulin-like growth factor II, epidermal growth factor receptor, 
matrix metalloproteinase-2, keratin 18, vimentin, fibronectin 1, phospholipase A2 receptor, 
desmoplakin, tropomodulin, tenascin C, and collagen type IV al chain, or detecting a combination 
of expression levels for any of these. 



^ 18(Amended) A method of diagnosing the presence of a glioma in a human subject, 

comprising: 

(a) obtaining a sample from the brain of the human subject; 

(b) detecting quantitatively or semi-quantitatively in the sample a level of expression 

for laminin a4-specific mRNA; and 

(c) comparing the expression level in (b) to a level of expression in a normal control, 
wherein overexpression of laminin a4-specific mRNA, with respect to the control, indicates the 
presence of glioma in the subject. 



21. (Amended) The method of Claim 18, wherein the expression level of laminin a4-specific 
mRNA is detected by measuring RNA. 

22. (Amended) The method of Claim 18, wherein the expression level of laminin a4-specific 
mRNA is detected by measuring cDNA. 

23 (Amended) The method of Claim 18, wherein a gene expression microarray is used to 
detect the level of expression of laminin a4-specific mRNA. 
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24(Amended) The method of CUim 18, farther comprising detecting the overexpression of 
laminin pM-specific mRNA relative to the no rmal control. _ 

25 (Reiterated) The method of Claim 18, further comprising detecting quantitatively or semi- 
ouantitatively in the sample a level of expression with respect to a norma, control, of a gene encoding 
a protein selected from the group consisting of insulin-like growth factor binding protein precursor 
3 forming growth factor-f-induced ge«, vascular endothelial growth factor, connective ..ssue 
growth factor, human insulin-like growth factor binding protein precursor 5, placental grow* factor, 
transcription factor Ap-2, human insulin-like growth factor n, epidermal growth factor receptor, 
matrix meta.loproteinase-2, keratin 18, vimentin, fibronectin 1, phospholipase A2 receptor, 
desmoplakin, tropomodulta, tenascin C, and collagen type IV al chain, or detecting a combmaaon 
of expression levels for any of these. 

26(Reiterated) The method of Claim 18, wherein the sample is a tumor tissue. 



27 



.(Reiterated) The method of Claim 18, wherein the sample comprises plasma. 



P£ 28(Amended) A method of predicting the recurrence of a malignant tumor in a human 

subject from whom a tumor has been resected, comprising: 

(a) obtaining a tissue sample from the human subject, said tissue sample bong from 

a region adjacent to the site of the tumor; 

(b) detecting quantitatively or semi-quantitatively a level of expression for laminin a4- 

specific mRNA in the sample; and 

(c) comparing the expression level in (b) to a level of expression in a normal tissue 
control, wherein overexpression of laminin a4-specific mRNA, with respect to the control, » 
predictive of a recurrence of a malignant tumor in the subject. 
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29(Reiterated) The method of Claim 28, wherein the tissue sample is 

histopathologically normal in appearance. 

* U 32.(Amended) The method of Claim 28, wherein the expression level of laminin a4-specific 

mRNA is detected by measuring RNA. 

33(Amended) The method of Claim 28, wherein the expression level of laminin a4-specific 
mRNA is detected by measuring cDNA. 

34 (Amended) The method of Claim 28, wherein a gene expression microarray is used to 
detect the level of expression of laminin a4-specific mRNA. 



35.(Reiterated) The method of Claim 28, further comprisi- detecting quantitatively or semi- 
quantitatively in the sample a level of expression with respect to t normal tissue control, of a gene 
encoding a protein selected from the group consisting of insulin-like growth factor binding protein 
precursor 3, transforming growth factor-P-induced gene, vascular endothelial growth factor, 
connective tissue growth factor, human insulin-like growth factor binding protein precursor 5, 
placental growth factor, transcription factor Ap-2, human insulin-like growth factor II, epidermal 
growth factor receptor, matrix metalloproteinase-2, keratin 18, vimentin, fibronectin 1, phospholipase 
A2 receptor, desmoplakin, tropomodulin, tenascin C, and collagen type IV <xl chain, or detecting 
a combination of expression levels for any of these. 



& 36.(Amended) The method of Claim 28, further comprising detecting the overexpression of 
laminin pi -specific mRNA relative to the normal tissue control. , 



44 (Amended) A method of predicting the recurrence of a glioma in a human subject from 
whom a glioma has been resected, comprising: 
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(a) obtaining a tissue sample from the brain of the human subject, said tissue sample 

being from a region adjacent to the site of the glioma; 

(b) detecting quantitatively or semi-quantitatively a level of expression for lamimn a4- 

specific mRNA in the sample; and 

(c) comparing the expression level in (b) to a level of expression in a normal ussue 
control, wherein overexertion of lamimn a4-specific mRNA, with respect to the control, » 
predictive of a recurrence of glioma in the subject. 



45. (Reiterated) The 
normal in appearance 



method of Claim 44, wherein the tissue sample is Mstopathologically 



48.(Amended) The method of Claim 44, wherein the expression level ot Icminm a4-specific 
mRNA is detected by measuring RNA. 

49<Amended) The method of Claim 44, wherein the expression level of lamimn a4-specific 
mRNA is detected by measuring cDNA. 

50 (Amended) The method of Claim 44, wherein a gene expression microarray is used to 
detect the level of expression of lamimn a4-specific mRNA. 



51 (Reiterated) The method of Claim 44, further comprising detecting quantitatively or sem,- 
ouantitatively in the sample a level of expression with respect to a normal tissue control, of a gene 
encoding a protein selected from the group consisting of insulin-like growth factor binding protem 
precursor 3, transforming growth factor-P-induced gene, vascular endothelial growth factor, 
connective tissue growth factor, human insulin-like growth factor binding protein precursor 5 
placenta, growth factor, transcription factor Ap-2, human insulin-like growth factor II, epidermal 
grow* actor receptor, matrix metaDoproteinase-2, keratin .8, vimenun, fibronectin !, phosphohpase 
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* r o«h rnllaaen tvoe IV al chain, or detecting 
A2 receptor, desmoplakin, tropomoduhn, tenascm C, and collagen type 

a combination of expression levels for any of these. 



" sanded) The method of Claim 44, fcrther comprising detecting the overexpression of 
laminin pi-specific mRNA relati ve to the normal tissue control. 

53( Reitera^^ 
a elioma has been resected, comprising: 
* (a) obtaining a ..sue sample tan *• brain of a human subject, sard hssue -pie 

ptoralityofmRNAs^ies.hatatede.eaab.ydis.toc.fromoneano.her, 

eontrol, where! overexp re ss,n of/— ^ - — - * ^ " 

predictive of a recurrence of glioma in the subject 

^.(Reiterated) The memod of Claim 53, wherein a gene expression microarray is used to 
detect the level of expression of laminin a4-specific mRNA. 

^(Reiterated) The method of Claim 54, wherein the expression level o« 
mRNA is detected by measuring RNA. 

^Reiterated) TlK me»odofC,aim54,wh a ,n m eexpress 1 onleve.of^a^ec B c 
mRNA is detected by measuring cDNA. 

57 numerated) T>* method of C,^ 
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factor-related gene encoding a protein selected from the group consisting of insulin-like growth factor 
binding protein precursor 3, transforming growth factor-P-induced gene, vascular endothelial growth 
factor, connective tissue growth factor, human insulin-like growth factor binding protein precursor 
5, placental growth factor, transcription factor Ap-2, human insulin-like growth factor II, and 
epidermal growth factor receptor, whereby the relative aggressiveness of the glioma is predicted. 

58(Reiterated) The method of Claim 53, further comprising detecting quantitatively or semi- 
quantitatively in the sample a level of expression with respect to a normal tissue control, of a 
structural gene encoding a protein selected from the group consisting of matrix metalloproteinase-2, 
keratin 18, vimentin, fibronectin 1, phospholipase A2 receptor, desmoplakin, tropomodulin, tenascin 
C, and collagen type IV al chain, whereby the relative invasiveness of the glioma is predicted. 

59. (Reiterated) The method of Claim 53, further comprising detecting the overexpression of 
laminin pi -specific mRNA relative to the normal tissue control. 

60. (Reiterated) A method of classifying the grade of a malignant tumor in a human subject, 
comprising: 

(a) obtaining a tissue sample from the human subject, said sample comprising a cell 
expressing a plurality of mRNA species that are detectably distinct from one another; 

(b) detecting quantitatively or semi-quantitatively an expression level for at least two 
of the plurality of mRNA species, wherein at least one of the detected mRNA species is a laminin <x4- 
specific mRNA and at least one is specific to a growth factor-related gene or to a structural gene 

other than a laminin gene; 

(c) constructing an expression profile of the sample comprising a combination of the 
detected expression levels of laminin a4-specific mRNA and the at least one other mRNA species 
specific to the growth factor-related gene or to the structural gene other than a laminin gene; and 

(d) comparing the expression profile in (c) to an expression profile for a normal tissue 
control, wherein overexpression of laminin a4-specific mRNA, with respect to the control, is 



9 



LAI 44071 3vl 



* 

PATENT 

18810-80364 

indicative of the presence and relatively high invasiveness of the tumor in the subject, wherein 
overexpression of the structural gene other than a laminin gene is indicative of relatively high tumor 
invasiveness, and wherein overexpression of the growth factor-related gene is indicative of relatively 
high tumor aggressiveness. 

61 (Reiterated) The method of Claim 60, wherein the growth factor-related gene encodes a 
protein selected from the group consisting of insulin-like growth factor binding protein precursor 3, 
transforming growth factor-induced gene, vascular endothelial growth factor, connective tissue 
growth factor, human insulin-like growth factor binding protein precursor 5, placental growth factor, 
transcription factor Ap-2, human insulin-like growth factor D, and epidermal growth factor receptor. 

62. (Reiterated) The method of Claim 60, wherein the structural gene encodes a protein 
selected from the group consisting of matrix metalloproteinase-2, keratin 18, vimentin, fibroned ia 
1, phospholipase A2 receptor, desmoplakin, tropomodulin, tenascin C, and collagen type IV al 

chain. 

63. (Reiterated) The method of Claim 60, wherein the expression level of laminin a4-specific 
mRNA is detected by measuring RNA. 

64. (Reiterated) The method of Claim 60, wherein the expression level of laminin a4-specific 
mRNA is detected by measuring cDNA. 

65(Reiterated) The method of Claim 60, wherein a gene expression microarray is used to 
detect the level of expression of laminin a4-specific mRNA. 

66.(Reiterated) The method of Claim 60, further comprising detecting the overexpression of 
laminin P 1 -specific mRNA relative to the normal tissue control. 
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67 (Reiterated) The method of Claim 60, wherein the tissue sample is brain tissue. 
68(Reiterated) The method of Claim 60, wherein the tumor is a glial tumor.| 
Please add the following new Claims 75-78. 

£IV ~75.(New) The method of Claim 1, further comprising detecting the overexpression of a gene 

encoding laminin pi subunit relative to the normal control. 

76. (New)The method of Claim 18, further comprising detecting the overexpression of a gene 
encoding laminin pi subunit relative to the normal control. 

77. (New)The method of Claim 28, further comprising detecting the overexpression of a gene 
encoding laminin pi subunit relative to the normal control. 

78 (New)The method of Claim 44, further comprising detecting the overexpression of a gene 
encoding laminin pi subunit relative to the normal control.--. 
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REMARKS 

ThP Offi™ Action ^ Ap plet's Ele r ^n nf Donated Claim Group and Amendment 

The Examiner required restriction, under 35 U.S.C. § 121, and required Applicant 
to elect a single invention to which the claims must be restricted. 

The Examiner designated the following two claim groups: 

1 . Group I; Claims 1-11, 16-19, 24-30, 35-37, 42-46, 51-52, and 69-74, which the 
Examiner characterized as being drawn to methods for detecting a malignant tumor, diagnosing 
glioma, predicting a recurrence of a malignant tumor, using protein. 

2. Group II; Claims 1-10, 12-18, 20-29, 31-36, 38-45, and 47-68, which the 
Examiner characterized as being drawn to methods for detecting a malignant tumor, diagnosing 
glioma, predicting a recurrence of a malignant tumor, using mRNA. 

In response, Applicant elects Group H. Applicant's election is made with a 
complete reservation of all rights under 35 U.S.C. § 121. 

In view of the restriction requirement and Applicant's election of designated claim 
Group II, Applicant has canceled Claims 11, 12, 19, 20, 30, 31, 37-42, 46, 47, and 69-74, without 
prejudice, as being directed to a non-elected claim group (e.g., Claims 11,19, 30, 37, 46, and 69- 
74) or as being made redundant by other amendments herein (e.g., Claims 12, 20, 3 1, 38-43, and 
47). 

Further, Applicant has amended Claims 1, 16, 18, 36, and 52, to delete the 
recitation of the phrases (1) "or protein", (2) "laminin a4 subunit protein or", and (3) "laminin pi 
subunit protein or", as being directed to non-elected subject matter. 
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Claims 13-15, 21, 22, 23, 32-34, and 48-50 have been amended to delete the 
dependencies from now canceled claims and to change those dependencies to be from still 

pending claims. 

Claims 36 and 52 have been amended for greater clarity to recite "lamirdn pi- 
specific mRNA" instead of "laminin pi-specific nucleic acid." 

New Claims 75-78 are supported in the specification as originally filed, for 
example, at page 50, line 1 through page 51, line 16, and at page 53, Table7. 

Respectfully submitted, 
By: 




Nisan A. Sternberg, Ph.D. 
Reg. No. 40,345 



SIDLEY AUSTIN BROWN & WOOD LLP 
555 West Fifth Street, Suite 4000 
Los Angeles, California 90013 
Ofc: 213-896-6665 
Fax. 213-896-6600 
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